Stimulating sensitized immune cells with a subsequent immune challenge results in potentiated proinflammatory responses translating into exacerbated sickness responses (i.e. fever, pain and lethargy). Both corticosterone (CORT) and laparotomy cause sensitization, leading to enhanced sickness-induced neuroinflammation or pain (respectively). However, it is unknown whether this sensitization affects all sickness behaviors and immune cell responses equally. We show that prior CORT and prior laparotomy potentiated LPSinduced fever but not lethargy. Prior CORT, like prior laparotomy, was able to potentiate sickness-induced pain. Release of nitric oxide (NO) from peritoneal macrophages stimulated ex vivo demonstrates that laparotomy, but not CORT sensitizes these cells.
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Introduction
Communication of pathogen recognition from the peripheral immune system to the central nervous system (CNS) creates sickness responses, including fever, increased sleep, decreased food and water intake, social avoidance, decreased sexual drive and enhanced pain (Watkins and Maier, 2000) . Extensive study of sickness responses has revealed that peripheral production of pro-inflammatory cytokines, especially interleukin-1β (IL-1β), by activated monocytes and macrophages is a key component in the induction of immune-to-CNS communication that generates sickness responses, including fever, lethargy and enhanced pain (Luheshi et al., 1993; Maier et al., 1993) . Interestingly, immune-to-brain communication is not invariant, but rather can be influenced by the organism's prior history (Dantzer, 2001) . One example of this is "priming", whereby an initial CNS or peripheral immune challenge induces a sensitized state such that responses to later challenges are amplified. Initial challenges, including injection of an adjuvant or lipopolysaccharide (LPS), acute stress, morphine withdrawal, prion infection, and advancing age, can enhance responses to later challenge with peripheral LPS, including enhanced production of peripheral and/or central proinflammatory cytokines and exaggerated sickness behaviors (Parant et al., 1995; Cahill et al., 1998; Combrinck et al., 2002; Johnson et al., 2002; Feng et al., 2005) .
We have recently shown that two such priming events, a prior surgery that mimics an exploratory laparotomy and glucocorticoids (corticosterone [CORT] in rats) that mimics an acute stressor, result in potentiated glial responsivity within the CNS after subsequent LPS (Frank et al., 2010; Hains et al., 2010) . Laparotomy, a rat model of abdominal exploratory surgery with manipulation of the abdominal viscera and musculature, causes persistent expression of the microglial activation marker CD11b in spinal cord dorsal horn (Hains et al., 2010) . Even two weeks after laparotomy, when the allodynia is resolved, the sickness-induced pain response to intraperitoneal (i.p.) injection of lipopolysaccharide, (LPS) is potentiated (Hains et al., 2010) . Further, our findings indicate that expression of this primed pain response depends on the persistent activation of spinal microglia initiated by laparotomy (Hains et al., 2010) .
